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drug needed (e.g., due to the size or du-
ration of the trial), or some combina-
tion of these or other extraordinary
circumstances (e.g., resources available
to a sponsor).

(2) Duration of charging in a clinical
trial. Unless FDA specifies a shorter pe-
riod, charging may continue for the
length of the clinical trial.

(¢c) Charging for expanded access to in-
vestigational drug for treatment use. (1) A
sponsor who wishes to charge for ex-
panded access to an investigational
drug for treatment use under subpart I
of this part must provide reasonable
assurance that charging will not inter-
fere with developing the drug for mar-
keting approval.

(2) For expanded access under §312.320
(treatment IND or treatment protocol),
such assurance must include:

(i) Evidence of sufficient enrollment
in any ongoing clinical trial(s) needed
for marketing approval to reasonably
assure FDA that the trial(s) will be
successfully completed as planned;

(ii) Evidence of adequate progress in
the development of the drug for mar-
keting approval; and

(iii) Information submitted under the
general investigational plan
(§312.23(a)(3)(iv)) specifying the drug
development milestones the sponsor
plans to meet in the next year.

(3) The authorization to charge is
limited to the number of patients au-
thorized to receive the drug under the
treatment use, if there is a limitation.

(4) Unless FDA specifies a shorter pe-
riod, charging for expanded access to
an investigational drug for treatment
use under subpart I of this part may
continue for 1 year from the time of
FDA authorization. A sponsor may re-
quest that FDA reauthorize charging
for additional periods.

(d) Costs recoverable when charging for
an investigational drug. (1) A sponsor
may recover only the direct costs of
making its investigational drug avail-
able.

(1) Direct costs are costs incurred by
a sponsor that can be specifically and
exclusively attributed to providing the
drug for the investigational use for
which FDA has authorized cost recov-
ery. Direct costs include costs per unit
to manufacture the drug (e.g., raw ma-
terials, labor, and nonreusable supplies
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and equipment used to manufacture
the quantity of drug needed for the use
for which charging is authorized) or
costs to acquire the drug from another
manufacturing source, and direct costs
to ship and handle (e.g., store) the
drug.

(ii) Indirect costs include costs in-
curred primarily to produce the drug
for commercial sale (e.g., costs for fa-
cilities and equipment used to manu-
facture the supply of investigational
drug, but that are primarily intended
to produce large quantities of drug for
eventual commercial sale) and research
and development, administrative,
labor, or other costs that would be in-
curred even if the clinical trial or
treatment use for which charging is au-
thorized did not occur.

(2) For expanded access to an inves-
tigational drug for treatment use
under §§312.315 (intermediate-size pa-
tient populations) and 312.320 (treat-
ment IND or treatment protocol), in
addition to the direct costs described
in paragraph (d)(1)(i) of this section, a
sponsor may recover the costs of moni-
toring the expanded access IND or pro-
tocol, complying with IND reporting
requirements, and other administrative
costs directly associated with the ex-
panded access IND.

(3) To support its calculation for cost
recovery, a sponsor must provide sup-
porting documentation to show that
the calculation is consistent with the
requirements of paragraphs (d)(1) and,
if applicable, (d)(2) of this section. The
documentation must be accompanied
by a statement that an independent
certified public accountant has re-
viewed and approved the calculations.

[74 FR 40899, Aug. 13, 2009]

§312.10 Waivers.

(a) A sponsor may request FDA to
waive applicable requirement under
this part. A waiver request may be sub-
mitted either in an IND or in an infor-
mation amendment to an IND. In an
emergency, a request may be made by
telephone or other rapid communica-
tion means. A waiver request is re-
quired to contain at least one of the
following:

(1) An explanation why the sponsor’s
compliance with the requirement is un-
necessary or cannot be achieved;
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(2) A description of an alternative
submission or course of action that
satisfies the purpose of the require-
ment; or

(3) Other information justifying a
waiver.

(b) FDA may grant a waiver if it
finds that the sponsor’s noncompliance
would not pose a significant and unrea-
sonable risk to human subjects of the
investigation and that one of the fol-
lowing is met:

(1) The sponsor’s compliance with the
requirement is unnecessary for the
agency to evaluate the application, or
compliance cannot be achieved;

(2) The sponsor’s proposed alter-
native satisfies the requirement; or

(3) The applicant’s submission other-
wise justifies a waiver.

[62 FR 8831, Mar. 19, 1987, as amended at 52
FR 23031, June 17, 1987; 67 FR 9585, Mar. 4,
2002]

Subpart B—Investigational New
Drug Application (IND)

§312.20 Requirement for an IND.

(a) A sponsor shall submit an IND to
FDA if the sponsor intends to conduct
a clinical investigation with an inves-
tigational new drug that is subject to
§312.2(a).

(b) A sponsor shall not begin a clin-
ical investigation subject to §312.2(a)
until the investigation is subject to an
IND which is in effect in accordance
with §312.40.

(c) A sponsor shall submit a separate
IND for any clinical investigation in-
volving an exception from informed
consent under §50.24 of this chapter.
Such a clinical investigation is not
permitted to proceed without the prior
written authorization from FDA. FDA
shall provide a written determination
30 days after FDA receives the IND or
earlier.

[62 FR 8831, Mar. 19, 1987, as amended at 61
FR 51529, Oct. 2, 1996; 62 FR 32479, June 16,
1997]

§312.21 Phases of an investigation.

An IND may be submitted for one or
more phases of an investigation. The
clinical investigation of a previously
untested drug is generally divided into
three phases. Although in general the
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phases are conducted sequentially,
they may overlap. These three phases
of an investigation are a follows:

(a) Phase 1. (1) Phase 1 includes the
initial introduction of an investiga-
tional new drug into humans. Phase 1
studies are typically closely monitored
and may be conducted in patients or
normal volunteer subjects. These stud-
ies are designed to determine the me-
tabolism and pharmacologic actions of
the drug in humans, the side effects as-
sociated with increasing doses, and, if
possible, to gain early evidence on ef-
fectiveness. During Phase 1, sufficient
information about the drug’s phar-
macokinetics and pharmacological ef-
fects should be obtained to permit the
design of well-controlled, scientifically
valid, Phase 2 studies. The total num-
ber of subjects and patients included in
Phase 1 studies varies with the drug,
but is generally in the range of 20 to 80.

(2) Phase 1 studies also include stud-
ies of drug metabolism, structure-ac-
tivity relationships, and mechanism of
action in humans, as well as studies in
which investigational drugs are used as
research tools to explore biological
phenomena or disease processes.

(b) Phase 2. Phase 2 includes the con-
trolled clinical studies conducted to
evaluate the effectiveness of the drug
for a particular indication or indica-
tions in patients with the disease or
condition under study and to deter-
mine the common short-term side ef-
fects and risks associated with the
drug. Phase 2 studies are typically well
controlled, closely monitored, and con-
ducted in a relatively small number of
patients, usually involving no more
than several hundred subjects.

(c) Phase 3. Phase 3 studies are ex-
panded controlled and uncontrolled
trials. They are performed after pre-
liminary evidence suggesting effective-
ness of the drug has been obtained, and
are intended to gather the additional
information about effectiveness and
safety that is needed to evaluate the
overall benefit-risk relationship of the
drug and to provide an adequate basis
for physician labeling. Phase 3 studies
usually include from several hundred
to several thousand subjects.
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